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Commissioner for Patents 
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Dear Sir: 

Appellants file this Reply Brief to Examiner's Answer pursuant to the provisions of 37 
C.F.R. § 1 . 1 93 in connection with the above-identified application. The Examiner's Answer was 
mailed on October 20, 2003, according to 37 CFR § 1.193, a Reply Brief must be filed within 
two months from the mailing of the Examiner's Answer, December 20, 2003. As such, this 
Reply Brief is timely filed. Herewith, Appellants submit an original and two copies of this reply 
Brief. 

12/24/2003 mm\ 00000047 031952 05887933 
01 FC:1402 330.00 Dft 
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The Examiner has not made out a prima facie case of obviousness 

To establish a prima facie case of obviousness, the Examiner must, inter alia, articulate a 
proper motivation to modify the cited reference to achieve the claimed invention. See 
Boehringer Ingelheim Vetmedica, Inc. v. Schering-Plough Corp., 320 F.3d 1339 (Fed. Cir. 
2003). The pending claims are directed to a process for racemising an enantiomer-enriched 
Schiff base of an amino acid primary amide. The claimed invention is based on the discovery 
that Schiff bases of aliphatic amino acid primary amides that cannot be racemized or can be 
racemized only very slowly can be racemized relatively quickly using the claimed process {see 
e.g., specification, page 1, lines 23-31). The Examiner alleges that Claims 12-22 of the above- 
referenced case are obvious in view of Hijiya et aL (U.S. Patent No. 5,679,857), which teaches a 
process of racemising a Schiff base of an amino acid secondary amide. Because the Examiner 
has failed to articulate a proper motivation to modify the cited reference to achieve the claimed 
invention, the Examiner has failed to make a prima facie case of obviousness. As such, the 
rejection of the pending claims under 35 U.S.C. § 103(a) is in error and warrants reversal by the 
Board. 

The Examiner has not articulated a proper motivation to modify Hijiya et aL 

The Examiner alleges that there is motivation to modify the teachings of Hijiya et aL to 
achieve the claimed invention. Specifically, the Examiner reasons in the Answer that the 
pending claims and the cited reference teaches an analogous processes and that Hijiya et aL 
discusses a chiral center. According to the Examiner because of these similarities, there is 
motivation to racemize a primary amide even though the cited reference only teaches 
racemization of a secondary amide (Examiner's Answer, page 5, first paragraph). 

The proffered motivation fails to provide the required motivation to modify the teachings 
of Hijiya et al. to achieve the claimed invention. Hijiya et aL teach a method of preparing D- 
amino acid-N-(S)-a-alkylbenzylamides 5 which are secondary amides, not primary amides (Hijiya 
et aL, formula 2, col. 2, lines 6-29). At a minimum, one of ordinary skill in the art would have to 
modify the teachings of Hijiya et aL for use with a primary amide to achieve the claimed 
invention. The teachings of Hijiya et aL, however, are completely silent with respect to the 

suitability of their method for use with primary amides. Because the cited reference fails to 
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provide any motivation or even a suggestion to modify its teachings for use with a primary 
amide, the Examiner has failed to articulate a proper motivation in support of the prima facie 
case of obviousness. As such, the rejection is in error. 

Not all amides are created equal 

The Examiner further alleges in the Answer that because Hijiya et ah teach the 
modification of one type of amide that all types of amides are suggested for use with the cited 
method. There are three types of amides, primary, secondary and tertiary. The Examiner's 
characterization of the cited reference assumes that all amides are so equivalent that teachings 
relating to one type of amides (primary amides) apply to all amides (secondary and tertiary 
amides). According to the Examiner, "selection of three species from one genus is well within 
the ordinary skill in the art for the process, without undue experimentation, especially when there 
is a chiral center present." (Examiner's Answer brief, page 5, first paragraph.) 

Contrary to the Examiner's assertion, all amides are not equivalent. An examination of 
the amides in question readily illustrates this point. A primary amide to be racemized by the 
claimed invention is illustrated by the formula: 





CH 



NH 



Rl is the side chain for the amino acid. 
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The secondary amide discussed in Hijiya et al. is illustrated by the formula: 




CH 



N 



H 



CH 




R 2 



o 




Rl is the side chain for the amino acid and R2 is disclosed by Hijiya et al. as being a methyl or ethyl group. 

The structural differences between these two classes of compounds are manifest. For 
example, instead of only hydrogen atoms appending the carboxy-terminal nitrogen (emphasized), 
the secondary amides taught by Hijiya et al. have a large alkylbenzyl group at this position. This 
large group would reasonably be expected by one of ordinary skill in the art to alter the reactivity 
of the compound upon which it has been appended. Because one of ordinary skill in the art 
would reasonably expect that the reactivity of the compounds disclosed by Hijiya et al. to differ 
from those disclosed for use in the claimed invention, the Examiner's allegation that all amides - 
are equivalent is patently in error. As such, the Examiner has not articulated a motivation to 
select from a small group of amide species but instead has articulated an invitation to experiment 
with the cite teachings in an attempt to achieve the claimed invention. Accordingly, rather than a 
proper prima facie case of obviousness, the Examiner has offered an "obvious to try" rejection. 

The Examiner has at best articulated a motivation to "try" 

In the absence of a clear and identifiable motivation to modify the cited reference, the 
Examiner has, at best, offered an "obvious to try" argument to support the obviousness rejection. 
The Examiner is suggesting in the Answer that it would have been obvious for one of ordinary 
skill in the art to try to achieve the claimed invention using the teachings of Hijiya et ah because 
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the cited reference is concerned with amino acid chirality and there are only a few species with 
which to experiment. As the Federal Circuit recognized: 



"The admonition that 'obvious to try' is not the standard under § 1 03 has been directed 
mainly at two kinds of error. In some cases, what would have been 'obvious to try' would 
have been to vary all parameters or try each of numerous possible choices until one 
possibly arrived at a successful result, where the prior art gave either no indication of 
which parameters were critical or no direction as to which of many possible choices is 
likely to be successful .... In others, what was 'obvious to try' was to explore a new 
technology or general approach that seemed to be a promising field of experimentation, 
where the prior art gave only general guidance as to the particular form of the claimed 
invention or how to achieve it." In re O'Farell 853 F.2d, 894, 903, 7 USPQ2d 1673, 1681 
(Fed. Cir. 1988). 

Hijiya et al. provides no guidance whatsoever regarding how to modify its teachings for 
use with a primary amide. On the contrary, the teachings of Hijiya et al. are directed solely to 
preparing D-amino acid-N-(S)-a-alkylbenzylamides, which are secondary amides. Because the 
Examiner has failed to identify the requisite motivation to support the obviousness rejection of 
the pending claims, the present rejection should be withdrawn. 

Just because a claimed invention is within the capabilities of one of ordinary skill in the art 
is not sufficient by itself to establish prima facie obviousness 

A statement that a modification of the prior art to meet the claimed invention would have 
been within the ordinary skill of the art is not sufficient to establish a prima facie case of 
obviousness without some objective reason to modify the teachings of the references. See Ex 
parte Levengood, 28 USPQ2d 1300 (Bd. Pat. App. & Inter. 1993). See also In re Kotzab, 217 
F.3d 1365, 1371, 55 USPQ2d 1313, 1318 (Fed. Cir. 2000). The Examiner's allegation that it 
would have been within the capabilities of an ordinarily skilled artisan to modify the teachings of 
Hijiya et al. is not sufficient to satisfy the burden on the Examiner to identify such a motivation. 
As discussed above, what is required to support a prima facie case of obviousness is an explicit 
or implicit motivation to modify a cited reference to achieve the claimed invention. Because the 
Examiner has failed to identify a proper motivation to modify the teachings of Hijiya et al, no 
prima facie case of obviousness has been made. 
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The modifications proposed by the Examiner would render the teachings of Hijiya et al. 
unsuitable for their intended purpose 

There is no motivation to modify the prior art if the proposed modification renders the 
prior art unsatisfactory for its intended purpose. In re Gordon, 733 F.2d 900, 221 USPQ 1 125 
(Fed. Cir. 1984). Hijiya et al teach the use of optically active amines to form the secondary 
amide moiety of the Schiff base amino acids that ultimately undergo racemization. Hijiya et al. 
specifically disclosed (S)-a-methylbenzylamine and (S)-a-ethylbenzylamine as optically active 
amines for forming the secondary amide moieties on the amino acids in question (Hijiya et al, 
col. 3, lines 59-61). Purification of the racemized amino acid is a central object of Hijiya et al. 
{id., col. 2, lines 30-33). 

One of ordinary skill in the art would generally expect that the reactivity and crystal 
forming capabilities of a primary amide to differ from those of a secondary amide formed from 
(S)-a-methylbenzylamine or (S)-a-ethylbenzylamine. Altering the crystallizing characteristics of 
the alkylbenzylamides taught by Hijiya et al. by making them primary amides would effectively 
rendering the teachings of Hijiya et al. unsuitable for their intended purpose. Because the 
proposed changes to the teachings of Hijiya et al would render those teachings unsuitable for 
their intended purpose, it is improper for the Examiner to use Hijiya et al to support a prima 
facie case of obviousness. 
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Conclusion : 

Appellants have addressed the rejection set forth in the Examiner's Answer. For the 
reasons stated above, it is respectfully submitted that the final rejections of claims 12-22 under 
35 U.S.C. §103 is in error and warrant reversal by the Board. 

In the unlikely event that the transmittal letter is separated from this document and the 
Patent Office determines that an extension and/or other relief is required, appellant petitions for 
any required relief including extensions of time and authorizes the Assistant Commissioner to 
charge the cost of such petitions and/or other fees due in connection with the filing of this 
document to Deposit Account No. 03-1952 referencing docket no. 246152014800 . However, 
the Assistant Commissioner is not authorized to charge the cost of the issue fee to the Deposit 
Account. 



Respectfully submitted, 



Dated: 



December 18, 2003 




Morrison & Foersterixp 
3811 Valley Centre Drive, Suite 500 



San Diego, CA 92130-2332 
Telephone: (858) 720-7940 
Facsimile: (858)720-5125 
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